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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)[x] Responsive to communication(s) filed on 08 March 2004 . 
2a)M This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) [x] Claim(s) 14 and 18-20 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) K Claim(s) 14. 19 and 20 is/are rejected. 

7) |3 Claim(s) 18 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 1 1 9 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

1. The amendment filed 3-8-04 is acknowledged. Claims 1-13, 15-17 and 21-28 were canceled. 
Claim 18 was amended. Claims 14, 18-20 are pending in this application. 

2. All rejection made in the previous office action and not cited herein are hereby withdrawn. 

Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or 
composition of matter, or any new and useful improvement thereof, may obtain a patent 
therefor, subject to the conditions and requirements of this title. 

3. Claims 14 and 20 remain rejected under 35 U.S.C. 101 because the claimed invention is 
directed to non-statutory subject matter. 

Applicants argue that the mutation in Site B reulsts in a proteoglycan-receptor+phenotype. 
Thus, the claimed apo-BlOO protein contain not only sequence alteration but also an associated 
change in activity. 

Applicants arguments have been considered but have not been found persuasive. 

The claims are drawn to a Apo-BlOO protein comprising a proteoglycan receptor mutation 
in Site B. The specification defines a proteoglycan receptor mutant apo-BlOO as apo-BlOO sequence 
having any amino acid substitution in positions 3358-3367, and especially 3363, 3362, 3364 and 3359 
(see page 17-18 of the specification). As stated in the previous office action, Law et al. teach 
Hamster apo sequence that has the sequence SRLTRKRGLK in position 3359-3367 (see page 1114 
of Law et al). This sequence meet the claimed limitation of claims 14 since the 3359 Serine residue 
is different than the 3359 Threonine residue of human apo-BlOO. Thus, the structure of a protein 
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containing "proteoglycan receptor+mutation in Site B," is inclusive of the Rat apo sequence. 
Although the reference maybe silent with respect to activity, one could conclude that since the 
structure is the same, the activity would be the same. Since the protein is found to occur naturally, is 
non-statutory subject matter. 

To overcome this rejection, Applicants should place the limitation of "isolated" within the 

claims. 



Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign 
country or in public use or on sale in this country, more than one year prior to the date of 
application for patent in the United States. 

4. Claims 14 and 19 remain rejected under 35 U.S.C. 102(b) as being anticipated by Law et al. 
(J. Lipid Research). 

5. Claims 14 and 20 remain rejected under 35 U.S.C. 102(b) as being anticipated by Leroy et 
al. (J. Lipid Research) and Law et al. (J. of Lipid Research). 

Applicants argue, for both rejections, that the references do not teach a protein that has 
"reduced binding activity to proteoglycan but with normal binding activity to the LDL receptor." 
Since the reference does not teach this activity, the claims cannot be anticipated. 

Applicant's arguments have been considered but have not been found persuasive. 
The specification defines site B as region 3359-3369 (see page 15). Mutations are defined as 
the substitution of any amino acid (see page 18). Thus a site B substitution is any amino acid 
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substitutions differing from native apo-BlOO in region 3359-3369. Specifically, the specification 

states that mutant of apo-BlOO as an amino acid sequence different from the native abo-BlOO in 

positions 3363, 3362, 3364, and 3359 (see page 17). Note that the reference of Law et al teach 

rabbit apo-b contains two different amino acids in positions 3358 and 3359 and Pig sequence 

disclosed is SLMRKRGL in positions 3359-3367 (see page 1114). Note that 3359 and 3361 differ 

form the native human apo-BlOO and therefore would qualify as mutations in these positions with 

respect to human apo-BlOO. Although the reference does not talk about activity, it must not be 

forgotten that the MPEP states: 

"Where the claimed and prior art products are identical or substantially identical in 
structure or composition, or are produced by identical or substantially identical 
processes, a prima facie case of either anticipation or obviousness has been established. 
In re Best 562 F.2d 1252, 1255, 195 USPQ 430, 433 (CCPA 1977). "When the PTO 
shows a sound basis for believing that the products of the applicant and the prior art are 
the same, the applicant has the burden of showing that they are not/' In re Spada, 911 
F.2d 705, 709, 15 USPQ2d 1655, 1658 (Fed. Cir. 1990). Therefore, the prima facie 
case can be rebutted by evidence showing that the prior art products do not necessarily 
possess the characteristics of the claimed product. In re Best supra. 

Here the proteins have similar structures and thus would necessarily posses the characteristics of the 

claimed product. 

Rejections are maintained. 

6. Claim 18 is objected to as being dependent upon a rejected base claim, but would be 
allowable if rewritten in independent form including all of the limitations of the base claim and any 
intervening claims. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE MONTHS 
from the mailing date of this action. In the event a first reply is filed within TWO MONTHS of the 
mailing date of this final action and the advisory action is not mailed until after the end of the 
THREE-MONTH shortened statutory period, then the shortened statutory period will expire on 
the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be 
calculated from the mailing date of the advisory action. In no event, however, will the statutory 
period for reply expire later than SIX MONTHS from the mailing date of this final action. 

7. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Anish Gupta whose telephone number is (571)272-0965. If attempts to reach 
the examiner by telephone are unsuccessful, the examiner's supervisor, Brenda Brumback , can 
normally be reached on (571) 272-0961. The fax phone number of this group is (703) 308-4242. 

Any inquiry of a general nature or relating to the status of this application should be directed 
to the Group receptionist whose telephone number is (703) 308-0196. 




Patent Examiner 
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